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END et al. disclose a process for the continuous 
preparation of Beta-carotene together with an emulsifier by 
briefly heating Beta-carotene together with an emulsifier to give 
a homogenous solution. The process disclosed by END et al. can 
be used to prepare Beta-carotene solubilizates which provide 
stable solutions for injection. 

The CALOIANU et al. publication is a Romanian Patent. 
A translation of the patent is attached with this response. 
CALOIANU et al. disclose a nutritive cosmetic cream product. The 
outstanding Official Action relies on the CALOIANU et al. 
publication as teaching the use of 2 to 5% isopropyl myristate 
and 0.01 to 0.1% of vitamin E in a 0.01 to 0.05% Beta-carotene 
containing composition . 

It is respectfully submitted that the cited 
publications in the outstanding Official Action fail to render 
obvious the claimed invention. Applicants submit that one of 
ordinary skill in the art would lack the motivation and the 
reasonable expectation of success to combine the cited 
publications to obtain the claimed invention. 

As noted above, CALOIANU et al. disclose a cosmetic 
cream composition. However, KOLTER et al. and END et al. are 
clearly directed to Beta-carotene solubilizates which provide 
stable solutions for parenteral administration or injection. 
Applicants respectfully submit that one of ordinary skill in the 
art would not combine the teachings of a cream composition with 
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the teachings of composition designed to be internally 
administered to an individual. 



in the art would clearly appreciate that the preparation of an 
injectable composition must meet entirely different standards. 
Moreover, it is respectfully submitted that one of ordinary skill 
in the art would appreciate that a solution would require 
completely different components than a cream composition. Thus, 
it is believed that one of ordinary skill in the art would lack 
the motivation to combine CALOIANU et al. with KOLTER et al. and 
End et al. As such, it is respectfully submitted that the 
proposed combination of cited publications in the outstanding 
Official Action fail to render obvious the claimed invention. 



therefore, it is believed that this application is now in 
condition for allowance with claims 1-13 as presented. Such 
actions are accordingly respectfully requested. 



It is respectfully submitted that one of ordinary skill 



In view of the present amendment and foregoing remarks, 



Respectfully submitted, 



YOUNG & THOMPSON 
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(15) STATE OFFICE FOR INVENTIONS AND TRADEMARKS » BUCHAREST , PCM\NIA 

(11) Fill en 1 No. 11321 Bl 
(51) Int . CI . 6 A 61 K 7/48 

(12) rATKNT 

'Jhc decision grunting the patent tmy be revoked within a period of 6 months 
from the date of its publication 

(21) Application No.: 97-00728 

(22) Date of filing of application; April 15, 1997 
(30) Priority: 

(41) Dale of publication of application: ^ ^ 

(42) Date of publication of dec i s I on grant 1 n& patent: 
{ ' jvtoy 28, 1988 BOP1 No. 5/1998 

(45) Date of release and publication of P at ^J/ T Nq ^ 

(61) Amendment to pat cut: No. 

(62) Division of patent; No. 

(86) FCT international application: No. 

(87) International publication: No. 

(56) Documents relating to the state of the art: KC (?) 83816 

(71) Applicant: National Research and Development Institute for -Biological- 

Sciences, Bucharest, Romania; 

(73) Holder; National Research and Development Institute for Biological 
Sciences, Bucharest, Romania; 

Bucharcs t , Roman 1 a ; 

(74) Attorney: 

(54) NUIMT1VE OOSvTCTIC CRKAM 

• ^ „ «ntritlvp cosmetic crcammadc up of 

(67) Abstract: Tlic invention relates to a nutr t * w5 th u molecular 

percent isopropyl inynstate, 4 to 8 percent * C | C J*" <- ucrce nt preservatives, 
distilled water to rake up 100 percent by weight. 
Claims: 1 
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no U3211 in 

mis invention relates to a synergic cosmetic crcum ror maintenance of the 
skin. 

A trophic cream has been disclosed which is made up of 1 to 2 percent crellsin 
(cresylcnc?) ! 2 to 3 percent cctyl alcohol, 3 to 6 percent stearin, 3 to 6 
percent anhydrous lanolin, 4 to U percent mink oil, 5 to 7 percent vase n„e 
oil, 5 to 10 percent scl f- croul s i f y ing emulsitier, 3 to 3.5 percent l&ou l 
nuU I phosphate, 1 to 1.5 percent t r 1 e thanol ami ne , 2 to 3 percent cmulgin S 
en (i 5 to 1 ocrcent vitamin F, 0.03 to 0.05 percent vitamin K, 0.2 to 0.5 
percent od iTocnSoute, 0.2 to 0-5 percent Nfpagin 3 t. » 5 percent « lyccrin, 
5.03 to 0.04 percent antioxidant, 0.4 to 0.5 percent Perfume fsfcl n?rccnt 
nrtlvcthvlene elvcol 400, 2.5 to 3 percent paraffin, 20 to 230 l^icj percent 
Senilis K? 20 to 25 percent vaseline, 10 to 11 percent blanched beeswax, 3 to 
5 percent carrot extract, and 18 to 72 percent water. 

'Hip oblect of the invention is to produce a nutrient cosmct i c crcum by 
I n f an atomized so.ubl e col lagcnic hydrolyzalc wi h a synergy 

complex containing karltc butter (Shea butter supplemented by vitamins A and 
K, a certain amount of biologically active natural s ub s ancc a , and a suitable 
Tat base in a stable HI emulsion possessing nutrient properties. 

The nutritive cosmetic cream claimed for the invention is made up of . 
T^tu 3 percent water-soluble atomized col lagenic hydroiyzate with a nioleeular 
we ghl of 3000 to 5000, 1 to 4 percent karlte but t er (Shea bu tt er ), < O.O 5 to 
0.15 percent vitamin A (1,000,000 internal ional urn ts) , 0.01 to 0.05 percent 
heta carotene, 0.01 to 0.1 percent vitamin E (alpha tocopherol), 2 to « 
percent anhydrous lanolin, 2 to 5 percent sopropyl ^ U ? t 4 to 
vegetable oil, 2 to 5 percent cetyl alcohol, 2 to 6 .percent st car «c ac i o , v. 
to 0 5 ncrcent preservatives, 0.2 to 0.6 percent t r ic thanol ami nc , 0.2 to U.<* 
sceniinrcSosFuo" and distilled water up to 100 percent by weight. 

ni.1 I itv of the collauenlc hydrolyzote to form compl exes exerting synergic 
Iftionwiln virions natural and" syn t he t ic substances is due to its amphoteric, 
bipolar structure. 

,„ the case of nutrient cream the synergic ef feet 1 s as a "suit of 

combination with karile butter (Shea butter), a plant fat of African origin 
obtained from seeds of the Butvrosocrmum Parki l tree. 

Karite butter is complex in composition and has a characters '"''J 
importance for pharmaceutical and cosmetic P"?"™ 1 ! 0 "' a high con tertt , up 
11 ncrcent. of unsupon 1 f i abl e mat t e r made up of biotogicully ac t 1 vc 
substances. Nfention is to be made of the presence of 7 per n '" ter P cne 
alcohols esterificd with cinamnlc ac :i d which represent : the bus. s for 
compatibility with the skin, natural allantom, and vitamins A and fc. 

The therapeutic effects are regeneration of the skin by heal ling ^™/ e « and 
■wndinu of old scars, disinfection, and acceleration of heal ing P™""?*: 
The karile butter protects intact skin from drying and son* of the harmful 
effects of solar radiation and restores a feeling of comfort. 

Combination with the collagen hydrolyzate rc.ul t s in synergy °' "^soluble 

oronortlon of 50 percent, including 40 percent stearic auo, • ,u Th '; kari u 
ac?d! 5.9 percent' palmitic acid, and 5 percent hnolcie ^J or f s 0 

butter may be incorporated into any type of cream, of eimfort , even in 

light, fine, satiny structure producing a pleasant feeling of comiori, even 
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coses of sensitive skin. 

The nutrient cream c lahwd for the invention also contains a complwrjeni of 
vitamins, beta carotene (provitamin A) and vitamn E, in order to i the 
percentage of natural vitamins in the karltc to the level of therapeutic 
doses . 

Tic following are the advantages offered by the cream. l \*™ t * la f*f tu ™ 1 
active substances in therapeutic doses combined with an oi com | )inc d 
includinc a I.-H emulsion of high penetrating power, active substunccs comninco 

n a svScrcic complex which also incorporates a fatty base act rapidly and 
ii 8 orously 8 to retire the integrity of P the skin; the uatura ^ cojq, cmcntury 
vitamins emphasize certain properties of the col lagen result nig from the 
activity of cellular metabolism; the reparative, cpithellalizing, 
moisturizing, etc role is known of collagen, a biological Product and 
principal component of conjunctive tissue, as is also its ab il ty to b « 
^constituted from altered collagen as a result or reconst i tut i on of resistant 
fibrils and fibers under given conditions. 

Two examples of embodiment of the invention are presented in what follows. 

Ftml l. 1 The following are combined in order to obtain 100 g oT cream: 2 , g 
coUogen c h^rolyzate; 4 g karlte butler supplemented by 0.1 g ft 1 ' ft™ 1 -*" ' 
0 e vitamin A I ,000 ,000 10/ g> , 0.05 vitamin E, 5 g anhydrous anoliu, 8 g 
oianf o 1 4 u • tear In! 2 g cety alcohol, 3 g isopropyi n V r state, 0.3 g 
Preservatives'; 0 .3 g t r i e t nanol amine , 0.2 g perfuming composition, and 
distilled wa t c r to make up 100 g. 

'Hie production process cons 1 s t s of me 1 1 lug the o"™*^* 
capsule on a water bath heated to 70 to 80 C. The P"* e ™»* f * ^ated to 70 
dissolved, and then the amount of water necessary, simu » n «°" s ? dissolved, 
to 80°C, is added, In which capsule the col lagenic hydro y*atc is a , s 
•me two phases are etmlsified by neutralization, pH = 6 to 6.5, and mixing ^ 
continued until the temperature reaches 30 to 35 C, at whi „ „„^ h e mi xturc 
supplement is added; mixing is carried out to homogemzat .on and the nuxturc 
. is perfumed. 

The cream obtained is homogeneous and has a smooth, shiny surface light yellow 
in color; the pll = 6 to 6.5. 

Exunvle 2. The Toll owing are combined in order to obtain 100 g * e *™'* S * 
c^Hagenic hydrolyzatc; 0.5 g beta carotene, 0.05 g viUm n A (1,000,000 
I II /p1 0 05 e vitamin E, 4 g anhydrous lanolin, 6 g plant oil, J g ct *y 
iicio ! 3ft Stelric acid 4 | isopropyi ^rlstate, 0 3 preservat ives^O.2 g 
triethanolamine, 0.2 g perfuming composition, and distilled water to mane up 
100 g. 

•me production process is that described in Example 1. The c ream obtained is 
phy si cochemi colly mid microbiological ly stable. 

Stability of the emulsion and ef fi cacy of treo tmcnt a re ensur c J "J of 

emulsion, which permits rapid pene t ra tton » f thc J k ' n b c V.ponenls 
effect enhanced by the syncrgi sm ach i e ved by combining tnc compom.. 

sc 1 ec I cd . 

Claim 

A nutritive cosmetic creum based on collagen, churac t c r i ire <1 i n tha t 
^creaTu^e up of 1.3 Perc-t water-solub e attHiuzed «.MM « hr|lj 
hydrolyzatc with a molecular weight of 3,000 t« L 5 ' UUU iii vitamin A, 0.01 to 

fcss;? s«.i , :WJS. , J.ii". , !" , s^? , iKL , s ."tffi* . 
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2 t0 6 percent anhydrous lanolin, 2 to 5 percent i sop. ••PTj ^{ J J?,}, 

percent plant oil. 2 to 5 percent cetyl ■»«©bol, 1 t u * P c t r h c anolon)!nc , 0 .2 to 
0.2 to 0.5 percent preservatives, 0 .2 to 0 . B P"*en „ nBke up 100 percent 

0.4 percent perfuming composition, and olstiliao water 
liy wc 1 k!» t . 

Chairperson of Examining Comnissiont Elcnu Peute.escu, pharmaceutical chemist 
Examiner : Dolna Anghel , phamwecut i c»l chemist 



